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The reporting of results for chronic studies requires indications of carcinogenicity, neurotoxicity, or irreversible
degenerative changes to any organ or organ system of a potentially serious nature. Thus reporting based on
the renal tubular degeneration/swelling in one dog in the high-dose group.

Summary

Technical grade AMS 21618 was administered in the diet to Beagle dogs (4 animals per sex and treatment
level) at nominal concentrations of 0, 25, 50, 250, and 1,200 ppm of technical grade AMS 21618 mixed in the
feed on the basis of the active ingredient. The purpose of this study was to characterize the general toxicity,
resulting from a one-year duration, continuous per os exposure of the Beagle dog to technical grade AMS
21618. In addition to the routine guideline requirements, this study investigated potential cardiac and
neurologic effects. Computerized electrocardiography (ECG) measurements were performed after
approximately 90 days. Neurological examinations were performed prior to treatment and necropsy which
included peripheral and cranial reflex tests, task performance tests, gait, and behavioral observations.

There was a compound-related decrease in food consumption in the high-dose males and females. There
was a compound-related decrease in body weight (growth rate) in the mid-dose (250 ppm) females and high-
dose males and females. There were no clinical observations or ophthalmology findings in this study that
were considered to be compound-related. Likewise, there were no compound-related changes found in the
ECG parameters measured in this study. Neurologic examination, thoracic auscultation, and rectal body
temperatures were all within normal limits.

The following summarizes the clinical, gross and microscopic pathology compound-related findings:

1. There were alterations in the following clinical pathology parameters:
(@) ALT and GGT were significantly increased in a biologically relevant manner in the 1,200 ppm dose
group for both sexes.

(b) ALP was significantly increased in a biologically relevant manner in the 250 and 1,200 ppm dose
group for both sexes.

(c) TProt and ALB were significantly decreased in a biologically relevant manner in the 1,200 ppm
dogs dose group for both sexes.

2. There was a compound-related, significant increase, in relative hepatic weights for males and females in
the 1,200 ppm dose group.

3. The following morphologic alterations were considered to be compound-related:
(a) Hepatocyte enlargement (hepatocytomegaly) was increased in males and females in the 250 and
1,200 ppm dose groups.

(b) Renal pigmentation was increased in males and females in the 1,200 ppm dose group. One
instance of renal tubular degeneration/swelling in a male in the 1,200 ppm dose group was
attributed to treatment.

This chronic feeding study with technical grade AMS 21618 demonstrated a NOAEL (no--observed-adverse-
effect level) in both sexes at 50 ppm. An intermediate level of toxicity was seen at 250 ppm, based on liver
findings and decreased body weights in females. The MTD (maximum-tolerated-dose) was considered to be
1,200 ppm, within the limits of animal welfare concerns, based on the hepatic and renal pathology changes.
The target organs of toxicity appeared to be the liver and kidney.
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